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What is claimed is: 

1 . A compound of Formula I or a pharmaceutical!? acceptable salt thereof: 




R 1 

5 I 

wherein 

R' is selected from C MO alkyl, C 2 .i 0 alkenyl, C 2 .i 0 alkynyl, R 5 -C(=0)-0- 
C,. 6 alkyl, R 5 R 6 N-C,-6alkyl, R 5 0-C^alkyl, R 5 C(=0)N(-R 6 )-C,. 6 alkyl, R^SC-OV 
C,. 6 alkyl,R 5 CS(=0) 2 TvI(-R 6 )-Ci.6alkyl J R s R 6 NC(=0)N(-R 7 )-C)-6aIkyI, 

1 0 R 5 R 6 NS(=0)2N(R 7 )-Ci^alkyI 5 C^ioaryl-C^alkyl, C 6 -ioaryl-C(=0)-C,. 6 alkyl, C 3 . 
10 cycloalkyl-Ci^alkyl. C 4 . 8 cycloalkenyl-Ci. 6 alkyl, C 3 . 6 heterocyclyl-Ci. 6 alkyl, C 3 . 
6 heterocyclyI-C(=0)-Ci- 6 alkyI, C MO hydrocarbylamino, R 5 R 6 N-, R s O-, R 5 C(=0)N(- 
R 6 )-, R 5 R 6 NS(=0)2-, R 5 CS(=0) 2 N(-R 6 )- ) R 3 R 6 NC(=0)N(-R 7 )- 5 R 5 R 6 NS(=0) 2 >J(R 7 )-, 
C 6 -ioaryI, C 6 .i 0 aryl-C(=O)-, C 3 .i 0 cycloalkyl, C^gcycloalkenyl, C^heterocyclyl and C 3 . 

1 5 6 heterocyclyl-C(=0)-; wherein said C,. )0 alkyl, C 2 -i 0 alkenyl, C 2 .ioalkynyl, C6-ioaryl- 
Ci. 6 alkyl, C 6 .ioaryl-C(=0)-Cu 6 alkyl, C 3 .i 0 cycloalkyl-Ci^alkyl, C 4 . 8 cycloalkenyl- 
C w alkyl, C^heterocyclyl-C^alkyl, C 3 . 6 heterocyclyl-C(=0)-Ci^alkyl, C w 
lohydrocarbylamino, Cs-ioaryl, C6-ioaryl-C(=0)-, C 3 .i 0 cycloalkyl, C^cycloalkenyl, C 3 . 
eheterocyclyl or C 3 ^heterocyclyI-C(=0)- used in defining R 1 is optionally substituted 

20 by one or more groups selected from halogen, cyano, nitro, methoxy, ethoxy, methyl, 
ethyl, hydroxy, benzyl, and -NR S R 6 ; 

R 2 is selected from Cuoalkyl, C 2 -ioalkenyl, C 2 .] 0 alkynyl, C^ocycloalkyl, C 3 . 
I0 cycloalkyl-C)^alkyl, C 4 . 8 cycloalkenyl-Ci^alkyl, C 3 . 6 heterocycloalkyl-Ci^alkyl, C 4 . 
8 cycloalkenyl, R'R^-, C 3 . 5 heteroaryl, C^ioaiyl and C 3 . 6 heterocycloalkyl, wherein 

25 said C MO alkyl, C 2 . 10 alkenyl, C 2 -ioalkynyl, C 3 . 8 cycloalkyI, C 3 . 8 cycloalkyl-Ci. 6 alkyl, 
C 4 . s cycloalkenyl-Ci-6alkyl, C 3 ^heterocycloalkyI-Cmsalkyl, C 4 . 8 cycloalkenyl, C 3 . 
5 heteroaryl, C 6 -ioary' or C 3 . 6 heterocycloalkyl used in defining R 2 is optionally 
substituted by one or more groups selected from halogen, cyano, nitro, methoxy, 
ethoxy, methyl, ethyl, hydroxy, and -NR 5 R 6 ; 



-232- 



WO 2005/030761 



PCT/GB2004/004112 



wherein R 5 , R 6 and R 7 are independently selected from -H, C^alkyl, 
C 2 ^alkenyl, C 2 ^alkynyl 9 and a divalent Ci-6group that together with another divalent 
R 5 , R 6 or R 7 forms a portion of a ring; 

Ar is selected from C6-ioaryl and C 3 -8heteroaryl; 

n is selected from 0, 1, 2 and 3; 

each of R s is independently selected from -H, nitro, halogen, Ci.ioalkyl C 2 . 
, 0 alkenyl, C 2 -ioalkynyl, C 3 . l0 cycloalkyU Q.iocycloalkyl-C^alkyl, C 4 -scycloalkenyl- 
Ci^alkyl, C 3 -6heterocycloalkyl-Ci-6alkyl ? C 3 . 6 heterocycloalkyl and 
H « H 
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1 0 optionally subsitituted with one or more groups selected from d. 6 alkyl, hydroxy, 
halogen, amino and Ci^alkoxy, 
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each of R 8 and R 9 is independently selected from -H, Ci.i 0 alkyl, C 2 -ioalkenyl, 
C 2 -ioalkynyl, C 3 -iocycloalkyl, C 3 .i 0 cycloalkyl-Ci. 6 alkyl, C 3 . 6 heterocycIyl, C 6 -ioaryl, 
C 3 .6heterocylcyl-Ci^alkyl, C 6 .i 0 aryl-C|. 6 alkyl, and a divalent Ci. 6 group that together 
5 with another divalent group selected from R 8 and R 9 forms a portion of a ring, 

wherein said Ci.ioalkyl, C 2 .| 0 alkenyl, C 2 . 10 alkynyl, C 3 .i 0 cycloalkyl, C 3 .| 0 cycloalkyl- 
C^alkyl, C 3 . 6 heterocyclyl, C 6 .i 0 aryl, C^heterocylcyl-Ci^alkyl, C 6 .]oaryl-C,^alkyl, or 
divalent Ci^group is optionally substituted by one or more groups selected from 
halogen, cyano, nitro, methoxy, ethoxy, methyl, ethyl, hydroxy, and — NR 5 R 6 ; and 

10 R 4 is selected from -H, Ci., 0 alkyl, C 2 .i 0 alkenyl, C 2 . )0 alkynyl, C 3 . 10 cycloalkyl, 

C 3 .| 0 cycloalkyl-C|^alkyl, and C 4 -8cycloalkenyl-C].6alkyl. 
2. A compound as claimed in claim 1, wherein 

R 1 is selected from Chalky!, Ci^alkyl-C(=0)-0-C M alkyl, Qj^alkenyl, C 2 . 
6 alkynyl, phenyl-C M alkyl, C 3 .i 0 cycloalkyl-Ci.4alkyl, C^cycloalkenyl-Ci^alkyl, C 3 . 

15 6 heterocyclyl-C M alkyl, C 6 .| 0 aryl, C 3 ^heterocyclyl, C 3 .| 0 cycloalkyl, and C4. 

6 cycloalkenyl, wherein said Ci^alkyl, Ci^alkyl-C(=0)-0-C M alkyl, C^alkenyl, C 2 . 
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6 alkynyl, phenyl-Ci^alkyl, C 3 .] 0 cycloalkyI-C M alkyl, C 4 . 6 cycloalkenyl-C M alkyl, C 6 . 
loaryl, C 3 -6heterocyclyl-Cj^alkyl, C^heterocyclyl, C^ocycloalkyl, and C 4 . 
6 cycloalkenyl used in defining R 1 is optionally substituted by one or more groups 
selected from halogen, cyano, nitro, methoxy, ethoxy, methyl, ethyl, hydroxy, benzyl, 
5 and -NR 5 R 6 ; 

R 2 is selected from Cj^alkyl, C 2 -6alkenyI, C 3 . 6 cycloaIkyl, C 3 . 6 cycloalkyl- 
CMalkyl, C 4 ^cycloalkenyI-Ci. 4 alkyl, C^heterocycloalkyl-CMalkyl, C 4 . 
6 cycloalkenyl, C 3 . 5 heteroaryl, R 5 R 6 N-, and phenyl, wherein said Chalky 1, C 2 . 
6 alkenyl, C^cycloalkyl, C^cycloalkyl-C^alkyl, C 4 . 6 cycloalkenyl-C U4 alkyl, 
10 C 3 ^heterocycloalkyl-CMalkyl, C 4 . 6 cycIoalkenyl, C 3 . 5 heteroaryl, R 5 R 6 N-, and phenyl 
used in defining R 2 is optionally substituted by one or more groups selected from 
halogen, cyano, nitro, methoxy, ethoxy, methyl, ethyl, hydroxy and amino; 

wherein R 5 and R 6 are independently selected from -H, CMalkyl, C2-6alkenyl, 
and a divalent Ci. 6 alkylene that together with another divalent R 5 or R 6 and optionally 
15 a heteroatom forms a portion of a ring; 

Ar is selected from phenyl and C 3 .sheteroaryl; 

n is selected from 0, 1 and 2; 

each of R 3 is independently selected from -H, nitro, halogen, C^alkyl C 2 . 
6 alkenyl, C 3 . 6 cycloalkyl, C 3 ^heterocycloalkyl-C M alkyl, 




and, C 3 .oheterocycloalkyl optionally subsitituted with one or more groups selected 
from Chalky I, hydroxy, halogen and 
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each of R 8 and R 9 is independently selected from -H, C^alkyl, C 2 .6alkenyl, 
C3-6cycloalkyl, Cs^cycloalkyl-Ci^alkyl, C3^heterocyclyl and C3-oheterocylcyl-Cu 
oalkyl, wherein said C^alkyl, C2-6alkenyl, C3-6cycloalkyl, C 3 _6cycloaIkyl-Ci.6aIkyl, 
5 C3^heterocyclyl and C3.6heterocylcyl-Ci.6alkyl are optionally substituted by one or 
more groups selected from halogen, cyano, nitro, methoxy, ethoxy, methyl, ethyl, 
hydroxy and -NR I0 R n ; and 

R 4 , R 10 and R n are independently selected from -H and Qoalkyl. 

10 3. A compound as claimed claim 1, 

wherein R 1 is selected from Ci^alkyl, Ci- 3 alkyl-C(=0)-0-Ci-3alkyl, 
C2-6alkenyl, phenyl-Ci-4alkyl, C3-iocycloalkyl-Ci.4aIkyl, Q-ecycloalkenyl-Ci^alkyl, 
C3-6heterocylcoalkyl-CMalkyl, C6-ioaryl, C3-tocycloaIkyl, and C^cycloalkenyl, 
wherein said Ci^alkyl, Co^alkenyl, pheny!-Ci_4alkyl, C 3 .tocycloalkyl-Ci..4alkyl, 

15 C4-6cycloaIkenyl-Ci^alkyl, C3.6heterocylcoalkyl-Ci-4alkyl, C6.ioaryl, C3.iocycloalkyl, 
and C4-6cycloaIkenyl used in defining R 1 is optionally substituted by one or more 
groups selected from halogen, methoxy, ethoxy, methyl, ethyl, hydroxy, benzyl, and 
amino; 

R 2 is selected from C^alkyl, C2^alkeny], C3.6cycloalkyl and C3^cycloalkyl- 
20 Ci^alkyl, wherein said Ci-6alkyl, C2-6aIkenyl, C 3 ^cycloalkyl and C 3 _6cycloalkyl- 

C^aHcyl used in defining R 2 is optionally substituted by one or more groups selected 
from halogen, methoxy, ethoxy, methyl, ethyl, hydroxy and amino; 

Ar is selected from phenyl and C3. 5 heteroaryl and 

n is selected from 0, 1 and 2; 
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each of R 3 is independently selected from -H, halogen, nitro, Chalky!, C 3 . 

jt ?• 

R V H and r- n V 
6 heterocycloalkyl optionally subsitituted with one or 

O „ 8 



*8 

-La 



* H and R - N y 



more Cj^alkyl or hydroxy, 

wherein said C3.6heterocycloalkyI contain at least one nitrogen ring atom and 
5 the radical of C3^heterocycloalkyl is located on the at least one nitrogen ring atom, 
and wherein each of R 8 and R 9 is independently selected from -H, Chalky), 
morpholinyl- Chalky!, pyrroIidinyl-Ci^alkyl, and piperidinyl-Ci^alkyl, wherein said 
Chalky 1, morpholinyl- Ci. 3 alkyl, pyrrolidinyl-Cioalkyl, and piperidinyl-Ci^alkyl are 
optionally substituted by one or more groups selected from halogen, methoxy, ethoxy, 
1 0 methyl, ethyl, hydroxy and -NR 5 R 6 ; and 

R 4 , R 5 and R 6 are independently selected from -H and Ci. 3 alkyl. 



4. A compound as claimed in claim 1, wherein 

R 1 is selected from cyclohexylmethyl, cyclopentylmethyl, cyclobutylmethyl, 
1 5 cyclopropylmethyl,cyclohexylethyl, cyclopentylethyl, bicyclo[2.2. 1 ]hept-5-en-2- 
ylmethyl, 4,4-difluorocyclohexylmethyl, tetrahydropyranylmethyl, 
tetrahydropyranylethyl, tetrahydrofiiranylmethyl, 1-piperidinylethyl, and N-methyl-2- 
piperidinylmethyl; 

R 2 is selected from t-butyl, n-butyl, 2-methyl-2-butyl, isopentyl, 2-methoxy-2- 
20 propyl, 2-hydroxyl-propyl, trifluoromethyl, 1,1-difluoroethyl, 2,2,2-trifluoroethyl, 1- 
methyl-propyl, 1,1-dimethyl-propyl, l,l-dimethyl-3-buten-l-yl, ethyl, and 2-propyl; 

Ar is selected from phenyl, pyridyl, pyrimidyl, thiazolyl, thienyl, isoxazolyl, 
imidazolyl, and pyrazolyl; 

n is selected from 0, 1 and 2; 
25 each of R 3 is independently selected from -H, Ci. 3 alkyl, 4-morpholinyl, 1- 

A ■?* 

piperidinyl, 1-piperazinyl, ; and 
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wherein 4-morpholinyl, 1 -piperidinyl, and 1 -piperazinyl are optionally 
substituted with one or more methyl; and wherein 

each of R 8 and R 9 is independently selected from -H, d. 3 alkyl s 
morpholinylmethyl, pyrrolidinyl-methyl, and piperidinyl-methyl, wherein said 
5 Ci^alkyl, morpholinylmethyl, pyrrol idinyl -methyl, and piperidinyl-methyl are 
optionally substituted by one or more groups selected from hydroxy, amino and 
dimethylamino. 



5. A compound selected from: 
10 Af-[2-terf-Butyl- 1 -(cyclohexylmethyl)-l //-benzimidazol-5-yl]thiophene-2- 

sulfonamide; 

JV-[2-ter/-Butyl- 1 -(cyclohexylmethyl)-li/-benzimidazol-5-yl]-A^methylthiophene- 

2-sulfonamide; 

7V-(1 -Benzyl-2-ter/-butyI-l^ 
15 W-[2-te/^Butyl-l-(cyclohexy 

trimethylisoxazole-4-sulfonamide; 

Aq2-te^Butyl-l-(cyclohexylmeto^^ 

imidazole-4-sulfonamide; 

A42-ter^Butyl-l-(cyclohexylm^ 
20 tetramethyl- l/f-pyrazole-4-sulfonamide; 

A^-p-ZerZ-butyl-l-^yclohexylmethyO-l/Z-benzimidazol-S-y^benzene 

sulphon amide; 

A^[l-(cyclohexylmethyl)-2-ethyl-l//-benzimidazol-5-yl]benzenesulfonamide; 
A^[l-(cyclohexylmethyl)-2-isopropyl-l//"-benzimidazol-5-yl]benzene 
25 sulphonamide; 

7/-[l-(cyclohexylmethyl)-2-(l-methylcyclopropyl)-l//-benzimidazol-5- 
yl]benzenesulfonamide; 

N-[l -(cyclohexylmethyI)-2-(l , 1 -dimethylpropyI)-li/-benzimidazol-5-yI]- 
benzenesulfonamide; 
30 A41-(cyclohexyImethyl)-2-(l,l-dto^ 
benzenesulfonamide; 

A r -[l-(cyclohexylmethyl)-2-(l-methyl-4-piperidinyl)-l//-benzimidazol-5-yl]- 
benzenesulfonamide; 
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AMl-(cyclohexylmethyl)-2-^ 
benzenesulfonamide; 
iV-[l-(cyclohexylmethyl)-2-ethyl-lJ7M^ 
sulphonamide; 
5 #-[l-(cycIohexyImethyl)-2-isopropyl-li^^ 
sulphonamide; 

N-[ 1 -(cyclohexylmethyl)-2-( 1-methylcyclopropyl)- li/-benzimidazol-5-yl]-7V- 
methy 1-benzenesulf onam ide; 

A^-[l-(cyclohexylmethyl)-2-(l-methyM-piperidinyl)-li/-benzim 
10 methyl- benzenesulfonamide; 

4- [l-(cyclohexylmethyl)-5-[methyl(phenylsulfonyl)amino]-li/-benzimidazol-2- 
yl]- 1,1 -dimethyl- piperidinium; 

A42-Q , 1 -dimethyl ethyl)- 1 -[(tetrahydro-2i^-pyran-4-yl)methyl]-177-benzimidazol- 

5- yl]-benzenesulfonamide; 

1 5 AT-[2-(l , 1 -dimethylethyl)-l -[(tetrahydro-2-furanyl)methyl]-l//-benzimidazol-5- 

yl]-benzenesulfonamide; 
N-[l-(cyclobutylmethyl)-2^ 
benzenesulfonamide; 

N-[ 1 -(cyclopropylmethyl)-2-(l , l-dimethylethyl)-lii/-benzimidazol-5-yl]- 
20 benzenesulfonamide; 

7V-(4- { [[2-ter/-butyl- 1 -(cyclohexylmethyl)- 1 //-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl) acetamide; 

A42-te/7-Butyl-l-(cyclohexyImethyl)-l^^ 

morpholin-4-ylpyridine-3 -sulfonamide; 
25 N-[2-/e/Y-ButyI-l-(cyclohexylmethyl)-l/^ 

nitrobenzenesulfonamide; 

4-Amino-7V r -[2-terM}utyl- 1 -(cyclohexylmethyO-l/Z-benzimidazol-S-ylj-A^ 
methylbenzenesulfonamide; 

N-(4- { [[2-terf-Buty I- 1 -(cyclohexylmethyl)- 1 if-benzimidazol-5- 
30 yl](methyl)amino]sulfonyl}phenyl)propanamide; 

7/-(4-{[[2-^r/-Butyl-l-(cycIohexylmethyl)-li/-benzimidazol-5- 
yl](methyl)amino]sulfonyl}phenyl)-2-methylpropanamide; 
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^-( 4 -{[[2-^/^Butyl-l-(cyclohexyImethyl)-W-benzimidazol-5- 
yl](methyl)amino]sulfonyI}phenyl)-2,2-dimethylpropanarnide; 
#-[2-terNButyl-l-(cyclohexylm^ 
methylbenzenesulfonamide; 

5 JH2-te/^Butyl-l-(cyclohexylmethyO 

methylbenzenesulfonamide; 

2-Bromo-AH4-{[[2-terNbu 

yl](methyl)amino]sulfonyl}phenyl)acetamide; 

^ 4 -{[[2-^/-Butyl-l-(cyclohexylmethyI)-l//.benzimidazol-5- 
10 yl](methyl)amino]sulfonyl}phenyl)-2-pyrrolidin-l-ylacetamide; 

^ I <4-{[[2-/^Butyl-l.(cyclohexylmethyl)-l//-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl)-A^ 2 ^/ 2 -dimethylglycinamide; 

^<4-{[[2^e7^Butyl-l-(cyclohexylmethyl)-l^-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl)-2-morpholin-4-ylacetamide; 
1 5 N ] -(4- {[[2-ter*-ButyI- 1 -(cyclohexylmethyl)- l#-benzimidazol-5- 

yI](methyl)amino]sulfonyl}phenyl)glycinarnide; 

2-[(4- { [[2-tert-Butyl- 1 -(cyclohexylmethyl)- lif-benzimidazol-5- 

yl](methyl)amino]sulfonyl }phenyl)amino]-2-oxoethyl acetate; 

^-(4-{[[2-^r/-Butyl-l-(cyclohexylmethyl)-li7-benzimidazol-5- 
20 yl](methyl)amino]sulfonyl}phenyl)-2-hydroxyacetamide; 

Aqi-(cyclohexylmethyl)-2-(U-dimethyte^^ 

4-(4-morpholinyl)-benzenesulfonamide; 

N-[ 1 -(cyclohexy lmethyl)-2-( 1 , 1 -dimethylethyl)- 1 /f-benzimidazol-5-yl]-iV-methy I- 
4-(4-methyl-l-piperazinyl)-benzenesulfonamide; 
25 iV-[2-terr-Butyl-l-(tetrahydro-2^ 
methylbenzenesulfonamide; 

A42-ter/-Buty 1- 1 -(tetrahydro-2#-pyran-2-y Imethy 1)- 1 //-benzimidazol-5-yl]-iV- 
methylbenzenesulfonamide; 

7/-[l-(cyclohexylmethyl)-2-(l-hydroxy-l-methylethyl)-l J f/-benzimidazol-5-yl]- 
30 benzenesulfonamide; 

N-[l-(cyc!ohexylmethyl)-2-(l-m 
methyl-benzenesulfonam ide; 
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A^-[l-(cyclohexylmethyl)-2-(l-methoxy-l-methylethyl)-lH-benzimidazol-5-yl]— 
benzenesulfonamide; 

A^-[2-ter/-Butyl-l<tetrahydro-2H-pyran-4-ylmethyl)-li/-benzimidazol-5-yl]^ 

Af,l,2-trimethyl-lH-imidazole-5-sulfonamide; 
5 Ethyl 4-{[[2-rer/-butyl-l-(tetrahydro-2H-pyran-4-ylmethyl)-l/f-benzimidazol-5- 

yl](methyl)amino]sulfonyl}-3,5-dimethyl-l/f-pyrrole-2-carboxylate; 
j\q2-te/7-Butyl-l-(tetrahydro-2#-pyran^^ 
(hydroxymethyl)-iV-methylbenzenesulfonamide; 

#-[2-te/7-Butyl- 1 -(tetrahydro-2tf-pyran-4-ylmethyl)- 1 i7-benzimidazol-5-yl]-W- 
10 methyl-4-(l#- 1 ,2,3-triazol- 1 -ytmethyl)benzenesulfonamide; 

7^-[2-/er/-Butyl-l-(tetrahydro-2/f-pyran-4-ylmethyI)-l/f-benzimidazol-5-yl]-4- 

{ [(2-hydroxyethyl)amino]methyl } -jV-methylbenzenesulfonamide; 
iSr-[2-/erf-Butyl-l-(cyclopentylmethyl)-l^-benzimidazol-5-yl]-iV- 

methylbenzenesulfonamide; 
1 5 N-[2-tert-Buty\- 1 -(2-cyclohexylethyl)- 1 7/-benzimidazol-5-yl]-iV- 

methylbenzenesulfonamide; 

^-[l^l-Benzylpyrrolidin-S-yO^-te^butyl-lff-benzimidazol-S-yl]-^- 
methylbenzenesulfonamide; 

A^-{2-ter^Butyl-l-[(4,4-dtfluorocyclohexyl)methyl]-lif-benzimidazol-5-yl}-^- 

20 methylbenzenesulfonamide; 

i\/-[2-tert-Butyl-l-(pyridin-4-ylmethyl)-l/f-benzimidazol-5-yl]-iV- 

methylbenzenesulfonamide; 

A^-methyJ-^-[l-(tetrahydro-2i/-pyran-4-ylmethyl)-2-(trifluoromethyl)-lJ^- 
benzimidazoI-5-yl]benzenesulfonamide; 
25 N-[2-(\ ,1 -difluoroethyl)- 1 -(tetrahydro-2fl r -pyran-4-ylmethyl)-li/-benzimidazol-5- 
yl]-7/-methylbenzenesulfonamide; 

^-methyl-^-[l-(tetrahydro-2//-pyran-4-ylmethyl)-2-(2,2,2-trifluoroethyl)-lif- 
benzimidazoI-5-yl]benzenesulfonamide; 

N-[\ -(cyclohexylmethyl)-2-(l -ethylpropyl)- l//-benzimidazol-5- 

30 yl]benzenesulfonamide; 

^-[l-(cyclohexylmethyl)-2-(l-ethylpropyl)-lif-benzimidazol-5-yl]-A^- 

methylbenzenesulfonamide;^-[2-ter/-butyl-l-(cyclohexylmethyl)-l//- 

benzimidazol-5-yl]-iV-ethylbenzenesulfonamide; 
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#-methyi-jV-[2-( 1 -methyl- 1 -pyridin-2-ylethyl)- 1 -(tetrahydro-2^-pyran-4- 
ylmethyO-liy-benzimidazol-S-ynbenzenesulfonamide; 
A42-(l-cyano-l-methylethy])-l^ 
benzimidazol-5-yl]-iV-niethylben2enesulfonamide; 
5 AT-methyl-A^[2-propyl-l-(tetrahydro-2if-pyran-4-yImethyl) 
yl]benzenesu!fonamide; 
5-Bromo-i^[2-terNbutyl-l-(cy^^ 
//-methy!pyridine-3-sulfonamide; 
5-Bromo-i^[2-te^butyl-l-(^ 
10 hydroxyethyI)amino]-A r -rnethylpyridine-3-sulfonamide; 
i^2-terNButyi-l-(cyclohexy^ 

hydroxyethyl)arnino]-i\^methylpyridine-3-sulfonamide; 
^-(5-{[[2-terf-Butyl-l-(^ 

yl](methyl)amino]sulfonyl}pyridin-2-yl)acetamide; 
1 5 JV-(3 - { [[2-ter/-ButyI- 1 -(cyclohexylmethyl)- l#-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl)acetamide; 
A^4-{[[2-ter^Butyl-l-(^^ 

yllCmethyOaminolsulfonylJphenyO-A^^-hydroxyethyOglycinamide; 

4-[(Aminocarbonyl)amino]-J\q2-^^ 
20 l//-benzimidazol-5-yI]-AT-methyIbenzenesulfonamide; 

N-(4-{[[2-te/Y-Butyl-l-(teto^ 

yl](methyI)amino]suIfonyI}phenyI)acetamide; 

^-(4-{[[2-/e/Y-Butyl-l-(tetrahydro-2//-pyran-4-ylmethyl>l^ 

yl](methyl)amino]suJfonyl}phenyl)-A^methylacetamide; 
25 AK4-{[[2-te/V-Butyl-l-(t^^ 

yl](methyl)arnino]sulfonyl}phenyl)-2,2-dimethylpropanamide; 

N-(4-{ [[2-tert-Butyl-l -(tetrahydro-2#-pyran-4-ylmethyI)- l//-benzimidazol-5- 

y!](methyl)amino]sulfonyl}phenyl)-2-hydroxyacetamide; 

"( 4 " { [[2-f err-Butyl- 1 -(tetrahydro-2//-pyran-4-ylmethyl)- 1 i/-benzi m idazol -5- 
30 yl](methyl)amino]sulfonyl}pheny^ 

W } -(4-{[[2-te/^ButyM-(t^^ 

yl](methyl)amino]sulfonyl}phenyl)glycinamide; 
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^<4-{[[2-te/*-ButyM 

yllCmethyOaminolsulfony^phenyO^-methylglycinamide; 
A42-ter/-Butyl-Htetrahydro-^^^ 

[(2^hydroxyethyl)amino]-i\^methylpyridine-3-sulfonamide; 
5 A42-/*/^ButyJ-Htetra^ 

[(2-methoxyethyI)amino]-iV-methyIpyridine-3-sulfonamide; 
A42-te/^Butyl- l-(teta^ 

(formylamino)-A^methyIpyridine-3-suIfonamide; 

#-(5- { [[2-tert-Butyl- 1 -(tetrahydro-2i/-pyran-4.ylmethyl)- lif-benzimidazol-5- 
10 yl](methyI)amino]sulfonyl}pyridin-2-yl)acetamide; 

N-[4-({ [2-terf-Butyl-l -(tetrahydro-2#-pyran-4-y lmethyl)-li/-benzimidazol-5- 
yl]amino}sulfonyl)pheny]]acetamide; 

^[4K{[2-/e;^Butyi-lKcyclohexyimethyl)-li7-benzimidazol-5. 
yl]amino}sulfonyl)phenyl]acetamide; 
15 i\K4-{[[2-te/^ButyMK2-piperidm^^ 

yl](methyl)amino]sulfonyl}phenyl)acetamide; 

^-(4-{[[2-^/V-Butyl-l-(l,4.dioxan-2.ylmethyl)-l^-bem 

yl](methyl)amino]sulfonyl}phenyl)acetamide; 

W-(4- { [ {2-tert-Butyl- 1 -[( 1 -methylpiperidin-2-yl)methyl> 1 i/-benzimidazol-5- 
20 y 1 } (methy l)amino]sulfonyl } pheny I)acetamide; 

#-(4- { [(2-ter/-Butyl- 1 -{ [(2J?> 1 -methylpiperidin-2-yl]methyl } -1 /f-benzimidazol- 
5-yl)(methyI)amino]sulfonyl}phenyl)acetamide; 

N-[4-( { methyl[ 1 -(tetrahydro-2^T-pyran-4-y lmethyI>2-(trifluoromethyl > 1 H- 

benzimidazoI-5-yl]amino}sulfonyl)phenyl]acetamide; 
25 4-Bromo-//-[l.(cyclohexylmethyl)-2-(l , 1 -dimethylethyl)-! i/-benzimidazoI-5-yl]- 

N-methyl-benzenesulfonamide; 

A42-te/^butyM-(cycIohexylm^ 

hydroxyethyl)amino]-iV-methylbenzenesulfonamide; 

JV-[2-te/^butyN 1 -(cycio^ 
30 N-methylbenzenesulfonamide; 

4-[bis(2-hydroxyethyI)araino]-A^[2-^^butyl-l-(cyclohexylmethyl)-l^- 

benzimidazol-5-yI]-iV-niethylbenzenesulfonamide; 
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A42-ter^butyl-l-(cycIohexylmethy^ 
dihydro-2//-l,4-benzoxazine-7 -sulfonamide; 

N-[4-( { methy l[2-( 1 -methyl- 1 -pyridin-2-ylethy !)- 1 -(tetrahydro-2if-pyran-4- 
ylmethyl)-li/-benzimidazol-5-yl]amino}sulfonyl)phenyl]acetamide; 
5 N-(4- { [[2-tert-buty 1- 1 -(tetrahydro-2i/-pyran-4-y lmethyl)- 1 //-benzimidazol-5- 

yl](ethyl)amino]sulfonyl}phenyl)acetamide; 
4-[(aminocarbonyl)amino]-i^ 
lif-benzimidazol-5-yl]-iV-ethylbenzenesulfonarnide; 

7V-[2-ter/-buty 1- 1 -(tetrahydro-2/f-pyran-4-y lmethyl)- 1 //-benzimi dazol-5-y l>iV- 
10 ethyl-4-{[(methylamino)carbonyl]amino}benzenesulfonamide; 

4-amino-N-[2-terr-butyl- 1 -(tetrahydro-2#-pyran-4-ylmethyl)- li/-benzimidazol-5- 
yl]-N-ethylbenzenesulfonamide; 

7V-(4- { [[2-terf-butyl- 1 -(tetrahydro-2i/-pyran-4-ylmethyl)- 1 if-benzimidazol-5- 
yl](ethyl)amino]sulfonyl}phenyl)-2,2-dimethylpropanamide; 
1 5 2-[(4- { [[2-te/-f-butyl~ 1 -(tetrahydro-2#-pyran-4-ylmethyl)- 1 #-benzimidazoI-5- 

yl](ethyl)amino]sulfonyl}phenyl)amino]-2-oxoethyl acetate; 
7V-(4- { [[2-ter/-butyl- 1 -(tetrahydro-2tf-pyran-4-ylmethy 1)- 1 //-benzimidazol-S- 
yl](ethyl)amino]sulfonyl}phenyl)-2-hydroxyacetamide; 

7V-[2-ter/-butyl- 1 -(tetrahydro-2#-pyran-4-ylmethyl)- li/-benzimidazol-5-yl]-AT- 
20 ethyl-4-{[(isopropylamino)carbonyl]amino}benzenesulfonamide; 

A^-[4-({ethyl[2-(l-methoxy-l-methylethyl)-l-(tetrahydro-2//-pyran-4-ylmethyl)- 

li/-benzimidazol-5-yl]amino}sulfonyl)phenyl]acetamide; 

4-[(aminocarbonyl)amino]-A^-ethyl-i^-[2-(l -methoxy- 1 -methylethyl)- 1 - 

(tetrahydro-2#-pyran-4-ylmethy 
25 //-ethyl-A42-(l-methoxy-l-methyle^ 

l/f-benzimidazol-5-yl]-4-{[(methylamino)carbonyl]amino}benzenesulfonamide; 

4-amino-Af-ethyl-N-[2-(l-meth^^^ 

ylmethyl)-li/-benzimidazol-5-yl]benzenesulfonamide; 

AT-[4-({ethyl[2-(l -methoxy- 1 -methyl ethyl)- 1 -(tetrahydro-2#-pyran-4-ylmethyl)- 
30 li/-benzimidazol-5-yl]amino}sulfonyl)phenyl]-2,2-dimethylpropanamide; 

2-{[4-({ethyl[2-(l-methoxy-l-methylethyl)-l-(tetrahydro-2//-pyran-4-ylmethyl)- 
liy-benzimidazol-5-yl]amino}sulfonyl)phenyl]amino}-2-oxoethyl acetate; 
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A44-({ethyI[2-(l -methoxy- 1 -m^ 

lif-benzimidazol-5-yl]amino}sulfonyl)phenyl]-2-hydroxyacetamide; 
N-ethyl-4-{ [(isopropylamino)^ 

1 -(tetrahydro-2/f-pyran-4-y lmethyl)-l i^benzimidazol-S-yllbenzenesulfonamide; 
5 W-(4- { [[2-( 1 -methoxy- 1 -methy lethyl)- 1 -(tetrahydro-2#-pyran-4-ylmethyl)- IH- 

benzimidazol-5-yl](methyl)amino]sulfonyl}phenyI)acetamide; 
4-[(aminocarbonyl)amino]-JV-[2-( 1 -methoxy- 1 -methylethy I)- 1 -(tetrahydro-2i/- 
pyran-4-ylmethyl)-li/-benzimid^ 

2-Hydroxy-iV-(4-{[[2-(l -methoxy-1 -methylethyl)-l -(tetrahydro-2#-pyran-4- 
10 ylmethyl)-li¥-benzimidazol-5-yl](methyl)^ 

N-(4- { [[2-( 1 -ethoxy- 1 -methylethy 1)- 1 -(tetrahydro-2//-pyran-4-y Imethy 1)- 1 H- 

benzimidazol-5-yl](methyl)amino]sulfonyl}phenyl)acetamide; 

//.[4-({[l-(2-azetidin-l-ylethyI)-2-/^-butyl-l^-benzimidazol-5- 

yl]amino}sulfonyl)phenyl]acetamide; 
15 3-[5-({[4-(acetylamino)phenyl]sulfonyU^ 

yI]propyl acetate; 

jV-{4-[({l-[(lS,4S)-bicyclo^ 

benzimidazol-5-yI}amino)su!fonyl]phenyl}acetamide; 

N-[4-( { [2-ter/-buty 1- 1 -(tetrahydro^i^-pyran-S-ylmethyO-l^-benzimidazol-S- 
20 yl]amino) sulfonyl)phenyl]acetamide; 

A^{4-[({2-ter/-butyl-l-[2-(te^^ 
yl}amino)sulfonyl]phenyl}acetamide; 

iV-(4- { [[2-ter/-butyl- 1 -(cyclobutylmethy 1)- li/-benzimidazol-5- 

yl](methyl)amino]sulfonyl }phenyl)acetamide; 
25 4-[(aminocarbonyl)amino]-7/-[2-rer/-butyl-l-(cyclobutylmethyl)-li^- 

benzimidazoI-S-yn-A^-methylbenzenesulfonamide; 

A^-(4-{[[2-^/7-butyl-l-(cyclobutyImethyl)-li/-benzirnidazoI-5- 

yl](methyl)amino]sulfonyl}phenyl)-2,2-dimethylpropanamide; 

N-(4- { [[2-( 1 , 1 -difluoroethy 1)- 1 -(tetrahydro-2i/-pyran-4-y Imethy 1)- 1 H- 
30 benzimidazol-5-yI](methyl)amino]sulfonyl}phenyl)-2-hydroxyacetamide; 

N-(4- { [[2-( 1 , 1 -difluoroethy 1)- 1 -(tetrahydro-2i/-pyran-4-y Imethy 1)- 1 //- 

benzimidazol-5-yl](methyl)amino]sulfonyl}phenyl)acetamide; 
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iV-(4-{ [[2-( 1 , 1 -difluoroethy 1)- 1 -(tetrahydro-2#-pyran-4-y lmethy 1)- \H- 

benzimidazol-5-yl](methyl)amino]sulfo^ 

7\^4-{[[2Kl,l-difluoroethyi)-l-(te^^ 

benzimidazol-5-yl](methyl)amino]suIfony!}phenyl)-2,2-dimethylpropanamide 

5 iV-[2-(l J-difluoroethyl)-l-(tetrahyd 

yl]-4-{[(isopropylamino)carbonyl]amino}-AT-methylbenzenesulfonarnide; 
4-{Bis[(isopropylamino)carbonyl]amino}-7^-[2-(l s 1 -difluoroethy I)- 1 -(tetrahydro- 
2#-pyran-4-ylmethyI)-li/-benzimidazol-5-y^^ 

iV-[4-( (methyl[ 1 -(tetrahydro-2i/-pyran-4-ylmethy l)-2-(trifluoromethyl)- 1 H- 
10 benzimidazol-5-yI]amino}sulfonyl)phenyl]acetamide; 

4-[(aminocarbonyl)amino]-A/ r -methyl-iV-[ 1 -(tetrahydro-2i/-pyran-4.-ylmethyl)-2- 

(trifluoromethyl)-li/-benzimidazol-5-yl]benzenesulfonamide; 

AT-methy l-4-nitro-iV-[ 1 -(tetrahydro-2i/-pyran^-ylmethyl)-2-(trifluoromethyl)-l//- 

benzimidazoI-5-yI]benzenesulfonamide; 
1 5 4-amino-Ar-methyl-N-[ 1 -(tetrahydro-2i/-pyran-4-ylmethy l)-2-(trifluoromethyl)- 

liy-benzimidazol-5-yl]benzenesulfonamide; 

2,2-dimethyl-iV-[4-({methyl[l-(te^ 

(trifluoromethy!)-l#-benzimidazol-5-yl]amm^ 

2- { [4-( {methyl [ 1 -(tetrahydro-2i?-py ran^-y lmethy l)-2-(trifluoromethyl)-li/- 
20 benzimidazol-5-yl]amino}sulfonyl)phenyI]amino}-2-oxoethyl acetate; 

4-{[(isopropylamino)carbonyl]am 

ylmethyl)-2-(trifluoromethyl)-l/f-benzimidazoI-5-yl]benzenesulfonamide; 
2-Hydroxy-7V-[4-({methyI[l-(tetrahydro-2//-pyran-4-ylmethyl)-2- 
(trifluoromethyl)-li/-benzimidazol-5-yl]amino}sulfonyl)phenyl]acetamide 
25 and pharmaceutical^ acceptable salts thereof. 

6. A compound according to any one of claims 1-5 for use as a medicament. 

7. The use of a compound according to any one of claims 1-5 in the manufacture 
30 of a medicament for the therapy of pain. 

8. The use of a compound according to any one of claims 1-5 in the manufacture 
of a medicament for the treatment of anxiety disorders. 
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9. The use of a compound according to any one of claims 1-5 in the manufacture 
of a medicament for the treatment of cancer, multiple sclerosis, Parkinson's disease, 
cancer, Huntington's chorea, Alzheimer's disease, gastrointestinal disorders and 

5 cardiavascular disorders. 

1 0. A pharmaceutical composition comprising a compound according to any one 
of claims 1-5 and a pharmaceutical^ acceptable carrier. 

10 11. A method for the therapy of pain in a warm-blooded animal, comprising the 
step of administering to said animal in need of such therapy a therapeutically effective 
amount of a compound according to any one of claims 1-5. 

12. A method for preparing a compound of Formula I, 



15 




comprising the step of reacting a compound of Formula II, 




II 

20 with a compound of R 2 C(=0)X, in the presence of a base and optionally a coupling 
reagent, followed by treatment with an acid; 
wherein 

X is selected from CI, Br, F and OH; 

R 1 is selected from C MO alkyl, C 2 -ioalkenyI, C 2 -ioalkynyl, R 5 -C(=0)-0- 
25 C,. 6 alkyl, R 5 R 6 N-C,^alkyI, R 5 0-C,^ alkyl, R 5 C(=0)N(-R 6 )-C,^alkyU R^SCO^- 
C^alkyl, R 5 CS(=0) 2 N(-R 6 )-Ci^alkyl, R 5 R 6 NC(=0)N(-R 7 )-Ci^alkyl, 
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R 5 R 6 NS(=0) 2 N(RVc 1 ^aIkyl, C 6 . l0 aryl-Ci. 6 alkyl, C 6 .ioaryl-C(=0>C,. 6 alkyl, C 3 . 

locycloalkyl-d^alkyl, C 4 -8cycloalkenyl-C|- 6 alkyl, C^heterocyclyl-Ci^alkyl, C 3 . 

6 heterocyclyI-C(=0)-Ci^alkyl, C MO hydrocarbylamino, R 5 R 6 N-, R s O-, R 5 C(=0)N(- 

R 6 )-, R 5 R 6 NS(=0) 2 -, R 5 CS(=0)2N(-R 6 )-, R 5 R 6 NC(=0)N(-R 7 )-, R 5 R 6 NS(=0) 2 N(R 7 )-, 
5 C6-ioaryl, C6-ioaryl-C(=0)-, C^iocycloalkyl, C 4 . 8 cycloalkenyl, C 3 -6heterocyclyl and C 3 . 

6 heterocyclyl-C(=0)-; wherein said d-ioalkyl, C 2 . I0 alkenyl, C 2 -ioalkynyl, C 6 -ioaryl- 

C|. 6 alkyl, C 6 -ioaryl-C(=0)-Ci-6alkyl, C 3 .i 0 cycloalkyl-Ci^alkyl, C 4 . 8 cycIoalkenyl- 

Ci. 6 alkyl, C 3 .6heterocyclyl-Ci^alkyl 9 C 3 ^heterocyclyl-C(=OVCi. 6 alkyl, Ci. 

johydrocarbylamino, C 6 -ioaryl, C 6 -ioaryl-C(=0)-, C 3 -iocycloalkyl, C 4 - 8 cycloalkenyl, C 3 . 
10 6heterocyclyl or C 3 . 6 heterocyciyl-C(=OV used in defining R 1 is optionally substituted 

by one or more groups selected from halogen, cyano, nitro, methoxy, ethoxy, methyl, 

ethyl, hydroxy, benzyl, and -NR 5 R 6 ; 

R 2 is selected from Cuioalkyl, C 2 -ioalkenyl, C 2 .ioalkynyl, C 3 .i 0 cycloalkyl, C 3 . 

locycloalkyl-d^alkyl, C 4 -scycloalkenyl-Ci^alkyl, C 3 . 6 heterocycloalkyl-Ci^alkyl, C 4 . 
15 scycloalkenyl, R 5 R 6 N-, C 3 - 5 heteroaryl, C 6 -ioaryI and C 3 . 6 heterocycIoalkyl, wherein 

said Ci-ioalkyl, C 2 .i 0 alkenyl, C 2 -ioalkynyl, C 3 . 8 cycloalkyl, C 3 . s cycloalkyl-Ci-6alkyl, 

C 4 .8cycloalkenyl-Ci. 6 alkyl, C 3 . 6 heterocycloalkyl-Ci. 6 alkyl, C 4 . 8 cycloalkenyl, C 3 . 

sheteroaryl, C^ioaryl or C 3 .6heterocycloalkyl used in defining R 2 is optionally 

substituted by one or more groups selected from halogen, cyano, nitro, methoxy, 
20 ethoxy, methyl, ethyl, hydroxy, and -NR 5 R 6 ; 

wherein R 5 , R 6 and R 7 are independently selected from -H, Cj^alkyl, 

C^alkenyl, C^alkynyl, and a divalent Cj^group that together with another divalent 

R 5 , R 6 or R 7 forms a portion of a ring; 

Ar is selected from C^ioaryl and C 3 -8heteroaryl; 
25 n is selected from 0, 1, 2 and 3; 

each of R 3 is independently selected from -H, nitro, halogen, Cj.toalkyl ,C 2 . 

loalkenyl, C 2 .i 0 alkynyl, C 3 .i 0 cycloalkyl, C 3 .i 0 cycloalkyl-C 1 ^alkyl, C 4 . 8 cycloaIkenyl- 

Ci^alkyl, C 3 ^heterocycloalkyl-Ci^alkyl, C 3 .6heterocycIoalkyl 



-248- 



WO 2005/030761 



PCT/GB2004/004112 



H 

R 9 



R 8 ^V , R' 



JL.A R'kX.A r 8 ^.JLa 



N 
H 



N N 
R 9 H 



N N 
OR 9 H 



r8 A n A 

R 9 



H • Ji ■ K il H 



Q O O o 

tir\ R >.ir v R S^ A , -Vhi 



O 



R° OR 9 



O 



r • or 9 and o 

optionally subsitituted with one or more groups selected from Cj^alkyl, hydroxy, 
halogen, amino and Ci-6alkoxy, 
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C 2 -ioa!kynyl, C 3 .i 0 cycloalkyl, C 3 .i 0 cycloalkyl-Ci. 6 alkyl, C 3 . 6 heterocyclyI, C 6 .ioaryl, 
C 3 ^heterocylcyl-Ci. 6 alkyl, C 6 -ioaryl-Ci^alkyl, and a divalent C]. 6 group that together 
5 with another divalent group selected from R 8 and R 9 forms a portion of a ring, 

wherein said Cj.ioalkyl, C 2 .i 0 alkenyl, C 2 -ioalkynyl, C 3 .iocycloalkyl, C 3 .i 0 cycloalkyl- 
Ci. 6 alkyl, C 3 . 6 heterocyclyl, C 6 -i 0 aryl, C^heterocylcyl-C^alkyl, C^ioaryl-C^alkyl, or 
divalent Ci.6group is optionally substituted by one or more groups selected from 
halogen, cyano, nitro, methoxy, ethoxy, methyl, ethyl, hydroxy, and -NR 5 R 6 ; and 
10 R 4 is selected from -H, C MO alkyl, C 2 -i 0 alkenyl, C 2 -ioalkynyl, C 3 -iocycloalkyI, 

C 3 -iocycloalkyl-Ci^alkyl, and Q-scycloalkenyl-Ci^alkyl. 
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